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Summary. In this pilot study the treatment of advanced
prostatic cancer with cyproteronacetate (AndrocurR) is
compared with the treatment of a lower dose cyproteron-
acetate plus lisuride (Dopergin®), an anti-prolactin deriva-
tive. Treatment was continued until progression and/or the
appearance of serious side effects necessitated termination.
The duration of the treatment with cyproteronacetate plus
lisuride ranged from 2 to 38 months. Most cases showed a
partial response, evaluated on the basis of lower levels of
prostatic acid phosphatase, relief of bone pain and reduc-
tion of bone metastases. Serious side-effects other than im-
potence did not occur.
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Introduction

From the EORTC-Urology Group Study 30761, conducted
between 1976 and 1981, which compared treatment with
diethylstilboestrol (DES) 3 mg, cyproteronacetate (CPA)
250 mg and medroxyprogesteroneacetate (MPA) S00 mg
1ds, no significant difference exists between DES and CPA
in terms of therapeutic efficiency, but CPA had significantly
less cardio-vascular side-effects [13]. CPA inhibits the ac-
tion of 17,20-desmolase and of 3-f-hydroxysteroid dehy-
drogenase in testosterone synthesis in the Leydig cells and
it blocks dihydrotestosterone (DHT)-receptor interaction
in the prostatic cells by which translocation of the receptor
complex to the nucleus is prevented. CPA however has a

Abbreviations. CPA: cyproteronacetate, T: testosteron, DHT: dihy-
drotestosteron, LH: luteinizing hormone, FSH: follicle stimulating
hormone, PSAP: prostate specific acid phosphatase
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stimulating effect on prolactin secretion [10, 11]. Prolactin
stimulation by estrogen therapy is well recognised but more
recently it has been linked with CPA therapy. Prolactin
levels can rise by 2—3 fold [3]; this effect is not seen after
orchidectomy. The physiological role of prolactin is in the
developement of the female breast (in conjunction with
estrogens and gestagens) and on lactogenesis and galacto-
poiesis [9, 14]. Prolactin acts on the adrenals and testes.
There is a synergism between prolactine and LH, measurable
by stimulating of LH-receptor binding in Leydig cells [1,4].
In experiments in rats after hypophysectomy a rise of testo-
sterone levels was observed after administration of prolactin
and LH [5]. However a direct action on prostatic cells
should be considered as specific prolactin receptors have
been found on the membranes of prostatic glandular celis
[2]. Drugs with antiprolactin action are bromocryptine, ler-
gotril and lisuride. Bromocryptine has been used in several
prostatic cancer trials. We chose lisuride for our pilot study,
because it has the same anti-prolactin action as bromocryp-
tine, butin 1/10 of the dosage [6].

Materials and Methods

Seven patients with prostatic cancer, age 6074 years, were treated
with CPA 250 mg daily. Three patients had previous hormonal treat-
ment and another three patients were previously treated with a the-
rapeutic dose of pelvic radiotherapy. Another group of five patients,
age 60—82 years, with advanced prostatic cancer was treated with
CPA 50 mg t.d.s. plus lisuride 0,2 mg t.d.s. as primary therapy. The
following laboratory tests were done before and during treatment:
Testosterone (nmol/l), LH (U/1), FSH (U/1), prolactin (U/1) and pro-
state specific acid phosphatase (PSAP) (U/l). Subjective and objec-
tive response were evaluated on the basis of relief of bone pain, de-
crease of PSAP-levels, decrease of prostatic diameter (by transrectal
sonography) and reduction of bone scan lesions.

Progression was noted when an increase in size of the primary
tumor was observed or new lesions on the bone scan appeared, usual-
ly in conjunction with a rise of PSAP-levels.

When subjective response occurred but no changes in objective
parameters (primary tumor and bone-scan) were seen, stable disease
was recorded.
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Table 1. CPA 5 x 50 mg

No. Age Stage Prev. Th. Response Alive/Dead (month)
I 61 ToG2NxMy Ry; DES Progr. 48

1 67 T3G3NgM1 Ry; DES P.R. 50

101 70 T3G3NxMo Et. oes. St. alive (120)

v 74 TaaGaNxMg Rx St. 39

A" 71 T3GoNxM; - Progr. 32

VI 74 T3G3NxMo - St. 18

VI 60 T3G3NxMo - St. 47

Ry = Radiotherapy; DES = Diethylstilboestrol; Et. oes. = Ethinyloestradiol

Table 2. CPA 3 x 50 mg + Lusurid 3 x 0,2 mg

No. Age Stage Response  Alive/Dead
(month)

A 82 T3G2NxMy P.R. alive (41)

B 60 T3GoNxM1 P.R. alive (25)

C 67 T3GaNxMy Progr. alive (12)

D 79 T3G3NxMy P.R. 15

E 76 T3G3NxMy St. 2

Results

From the seven patients (age 60—74 years) in group I, four
were treated with CPA as primary hormonal treatment and
three had CPA as second line treatment after having devel-
oped cardiovascular side-effects from estrogens. Three pa-
tients had primary radiotherapy, after which they showed
progression in the form of metastases. Table 1 shows that
four patients had stable disease for periods of 18—120
months, one patient had partial response for a period of 27
months and died after 50 months of an unknown cause.
Two patients had objective signs of progression after 3 and
8 months, respectively. Two patients died of pulmonary
disease and two of natural causes without signs of tumor
progression. One patient died of progressive disease and one
died of unknown cause.

Serum testosterone levels in all patients treated with 250
mg CPA alone were all below 5 nmol/1 (castration level).
When progression occurred the PSAP-levels always increased.

Table 3. CPA 3 x 50 mg + Lisurid 3 x 0,2 mg

Side-effects of CPA-treatment were minimal; princepally
gynaecomastia and impotence.

The second group of five patients (60—82 years) with
metastatic prostatic cancer was treated with CPA 50 mg tds
and lisuride 0,2 mg tds as primary therapy. Duration of
therapy until progression or death, was 2—41 months.

Table 2 shows that one patient is still alive and stable af-
ter more than 3 years (No. A). Three patients had a partial
response, both by objective (transrectal sonography and de-
crease of PSAP-levels) and by subjective (disappearing of
pain and regression of bonescan lesions) assessments. In one
patient the bonescan became completely negative after 28
months (No. A). One patient remained stable for 12 months,
before progression occurred (No. C). One patient died two
months after initiation of therapy from an unknown cause
(No. E) and two patients showed progressive disease after
14 and 25 months, respectively (No. D and B).

In all cases of progression a rise of PSAP-levels was seen
together with an increase in number of lesions on the bone-
scan.

Serum testosterone levels (nmol/l) showed considerable
variation (Table 3) and in three patients did not reach cas-
trate levels. Serum-LH and serum-FSH also showed indivi-
dual variations and did not seem to be influenced by thera-
py, as was also observed by Jacobi [7], who used bromo-
cryptine. Prolactin levels in all patients decreased to below
the level of detection (0,1 U/I). PSAP-levels decreased to
near normal and increased with progression of disease.
None of the patients experienced side-effects from the com-
bination anti-androgen plus anti-prolactin in the prescribed
dosages, but impotence was reported.

No. Test. (nmol/1) LH (U/L) FSH (U/L) Prol. (U/L) PSAP (U/L)

A 5—-14 7-14 7-21 <0.1 117->3~12

B 2.5-5.5 2-5.5 3-4.5 <0.1 26 —+<3

C 3-10 - - 0.1 153 - 49 - 159
D <2 5-17 3-5 0.15 14-><3

E <1 - - 0.1 2-0.1




Discussion

Although the number of patients is too small to draw any
statistical conclusions, it is probably justified to say, that
the combination of low dose anti-androgen + anti-prolactin
causes profound prolactin decrease, but that castrate levels
of serum testosteron are not achieved.

However the efficacy of treatment in both groups could
be regarded as being the same and side-effects were minimal.

The preliminary results of this pilot study are comparable
with the results of Jacobi [7], who used 40 mg polyestradiol-
phosphate per month i.m. plus 15 mg bromocryptine daily.
Jacobi found a pronounced relief of bone pain from osseous
metastases combined with a significant improvement in
quality of life. In the majority of cases with previously un-
treated cancer the development of gynaecomastia induced
by estrogens and the estrogen-induced hyperprolactinemia
was avoided by anti-prolactin treatment. Jacobi observed a
partial regression in 24 out of 42 patients, a complete regres-
sion in 4 patients evaluated on the basis of the histological-
ly proven reduction of local tumor as well as of bone meta-
stases.

Now that the treatment with LHRH-agonists concerns
many clinical trials, there is less scope for large scale trials
with combinations of endocrine drugs such as used in this
study, however this option does deserve more clinical re-
search as an alternative endocrine treatment.
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